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Teratologic Evaluation of FDA 71-29
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B R Mmmm-,mc ' WAVERLY DIVISION
FINAL By '
REPORT . : wmmvmum
—-—_ - team) sa-2e1
Submitted to: Department of Health, Education Date: December 13, 1974
- and Welfare _ . '
- Pood and Drug Administration '
- Negotiated Contracts Branch, HFA-510 o
5600 Yishers Lane , Laboratory No. 2123 (1)
Rockville, Maryland 20852 : Contract No.FDA 223-74-217¢
 Sample: Clear yellow liquid
Marking: - FDA 71-29. (0il Rue)

‘Examination Requested: Teratologic evaluation of FDA71-29 in mice.

Procedure: See Appendix I
O '

fesults: See Tables 1 through 5, Pigure 1, and Appendix II

COnclusiom. On the basis of the data presented herein, the following
‘conclusion appears to be warranted: _ .

"The administration of up to 820 mg/kg (body weight) of the test
material to pregnant mice for 10 consecutive days had no clearly
‘discernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of the
test groups 4id not differ from the number occurring spontanaausly in -
the sham-treated controls.

Es

. 'This report e submitied for tha sxclusive wes of the pemaon, partnersltip, or garporation to whom it ls addressed, and neither the repert nor the name af |
W-mum‘nmndb‘mmhmmmmmudnmmoornholmy Mmorwmmmwﬂm mnm";n“
, .




FOOD

Groups: 3] throwdh 36

Material : FDA 71-29

AND DRUG RESEAL.Y

Fate Summary

e

Table 1

LABORATORIES,

INC.

)

Date: November 15, 1974

Laboratory No. :_2123{1)

Surviving at Term

. Group Material Dose** 7
: mg/kg ‘Mated Pregnant Total _ *?reg§52F¥
31 Sham 0.0 30 21 30 21
32 Aspirin® 150.0 23 21 23 21
| 33 PDA 71-29 8.2 26 20 26 20
- 34 FDA 71-29 3s.1 25 20 25 20
35 FDA 71-29 176.7 24 21 24 21
36 PDA 71-29  820,0 26 20 - .26 20
* Positive Control; 150, 0 ng/kg -

** Administered as corn oil solution (10 mnl per kg of hady weiqht): (See Amcndix I)
1) Includes all dams examined at term C .
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) ' FOOD AND DRUG RESEA X LABORATORIES, INC. )
| Group : 31 through 36 " pable 2 Date :_Novemher 15, 1974 '
i Material : ¥paA 71-29 Reproduction Data Laboratory No. : 2123 (1)
| ( Mice ) .
Group : 31 32 33 34 35 36
Tose (mg/kg): Sham  Aspirin** 8.2 38.1 176.7  820.0
- Pregnancies <

Total No. : 21 21 .20 20 21 20
ied or Aborted (before Day 17) ¢ 0 o -0 0 0
To term (on Day 17) ~ ' 21 21 20 20 21 20
Corpora Lutea o :
Total No. 268 256 259 . 248 264 276
Average/dam mated 8.93 11.1 9.96 9.92 11.0 10.6
Live Litters
- Total No.* 21 21 20 - 20 20 20
Implant Sites ,
Total No, 243 232 244 234 241 252
Average/dam* 11.6  11.1 12.2 11.7 11.5 12.6
Resorptions : : ' . '
Total No.* : 6 18 17 10 15 9
Dams with 1 or more sites resorbed g 12 10 7 8 7
Dams with all sites resorbed - - - - 1 -
Per cent partial resorptions 28.6 57.1- 50.0  35.0 38.1 35.0
Per cent complete resorptions - - - - 4.76 -—
Live Fetuses - :
Total No. 235 214 | 226 223 223 241
Average/dam* -11.2 10,2 11.3 11.2 10.6 12.1
Sex ratio (M/F) 10,73 1.2 0.82 0.77 0.92 0.79
Dead Fetuses : : o e ‘
Total No.* o 2 - B SRR | 3 2 .
Dams with 1 ‘or more dead 2 - 1 1 3 2
Dams with all dead —— - P - - -
Per cent partial dead 9.52 == 5.00 . 5.00  14.3 10.0
Per cent all dead - - - - R -
Average Fetus Weight, g '0.83 0.83 0.84 084 0.87 0.83

* Includes only those dams examined at term.

* % Pos,itive Control J.SOOumglkg



FOOD AND DRIG RESEARCH LABORATORIES, INC.

Groups_ 3] through 36 . : Laboratory No. 2123 g:q
' Table 3
Material mh 71-29 Date_November 15, 1974

Summary of Skeletal Findxngsﬁ
( Mice )

" Gxroup No. : 31 32 . 33 34 s 36
Findings ‘ v S R - .
Pose {mg/kg): Sham Aspirin** 8.2 38.1 - 176.7 820.0

Live Fetuses Examined  163/21 152/21 157/20 154/20 154/20 168/20
(at term) Co : L '

Sternebrae o o :
Incomplete oss. 34/15 29/14 38/14 . 50/15 31/13 40/16
Scrambled , . Co : : : -
Bipartite 4/4 /5 - 1/1 2/2 Vs
Fused ' ' ' . o ~
Extra : ‘ . R : .
Missing 27/11 22711 2/11 19/11 15/8 . 20/10
Other ' ' o o S ' - -

Ribs o

' Incomplete oss. 1/1

Fused/split

Wavy

"Less than 12 o . ' :
g:;e than 13 - 22/10  33/15 23711  25/13 23/10 28711

Vertebrae , g _ - : :
Incomplete oss. - 12/5 8/4 - 4/2 - 5/8 4/4 4/3
Scrambled v . : ‘
Fused
Extra ctrs. oss.

Scoliosis . '
Tail defects 171 171
Other '

Skull
Incomplete closure
Missing
Craniostosis
Other

Extremities L , '
Incomplete oss. 7/4 6/3 2/1 2/2 2/2 "3/2
Missing :

Extra

‘Miscellaneous
Hyoid; missing 46/16 40/15 35/15 36/12 38/14 34/16
Hyoid; reduced 26/14 22/10 21/11 - 16/10 26/16 25/14

* Numeratdr=Number of fetuses affected; Denominator=Number of litters

** Positive control: 150.0 mg/kg affected.



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups__3] through 36 |  Date_ November ;5,.;27
ua't:erial FDA_ 71-29 " pable 3-a Laboratory No. m)
Summary of Soft Tissue Abnormalities
(Mice) '
Group  Material Dose Level Dam ‘Number of ~ Description
mg/kg Pups I -
32  Aspirin® '150.0 23936 1 ¥zxophtha1nos; |
' B S _'_omphalmninqc«lm
gastroschiais
33 FDA 71-29 8.2 2394 1 . . Bncophalencnineoculc -
'23978. 1 cCleft palate B
o~ . . . - o
34 - FDA 71~-29 "38.1 23991 S e c:lett palat.
23997 I S ACIO£t palate

*Positive Control: 150.0 mg/kg



¥ 00D AND DRUG RESEARCH LABORATORIES, INC.

Groups 31 through 36 - ' Date November 15, 1974
_ ' , o Table 4 o : -
Species Mice . ' E Laboratory No. 2123 (1)

Average Body Weights®

. ) S e ewoen m e v v - e - - S - - Day—-—'—- ———————————————————
Group Material Dose ' - . _ ;*
| Level 0 6 11 15 17
mng/kg ceeememeee—n g Py p——— ey
31 Sham . 0.0 . 27 29 32 41 45 (21)
32 . Aspirinwes 150.0 30 -- 33 37 44 48 (21)
33 FDA 71-68 8.2 30 33 38 | 44 50 (20)
34 FDA 71-68 = .38.1 28 32 36 43 - 48 (20)
35 FDA 71-66 . 176.7 28 - 33 37 . 44 50 (21)
6 FDA'71-68 820,00 28 - 32 31 . - 44 = 49 (20)

* Of pregnant dams : :
#* . Number of surviving danms 1n parentheses (e.f Tablc 1)
*** Positive control: 150 0 mg/kg ‘ - .

[



Table 5

m Groups 31 through 36 - Labora_tory No. 2123 (1)
Compound FDA 71-29 g Spécies: ‘Mice

M‘\
Daily Temperature and Humidity Record
Relative -
- Date - Time Temp - Humidity

1974 a.m. OF %
9/21 ’ 8:10 , 80 ) 75
9/22 8:00 76 : 70
9/23 ' - 8:15 70 64
9/24 8:00 : 72 62
9/25 8:30 72 - - 63
9/26 - 8:10 72 ‘ 66
9/27 8:20 72 : 65
9/28 8:30 76 B 70
- 9/29 . 8:15 . 74 .76

- 9/30 8:20 : 72 65

10/1 ' 8:30 72 : . 65
10/2 ' 9:30 70 - 63
1Q/3 - 10:00 . 68 e 64
10/4 - 9:00 70 4 : 63
10/5 10:30 74 ' - 65
10/6 ' 8:00 76 o 65
~ -10/7 8:15" 7% . 65
10/8 ' 8:45 70 - 62
10/9 ' 8:30 70 62
10/10 8:45 74 L 71
10/11 i 8:10 72 ' 62
10/12 _ 8:00 72 T 65
10/13 9:00 74 : , 64
10/14 . 7:30 - 76 : 63
10/15 8:45 76 Co . 74
10/16 ~ 8:45 | 7 . .70
10/17 8:00 76 a - 60
10/18 . 9:30 .76 60
10/19 9:00 : 74 : , 47
10/20 1:00 p.m. 74 60
10/21 . 11:00 75 IR 55

10/22 8:00 | 75 | 53
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Figure 1

| Original Ph@tégraph- in First Copy of Report 2123 (1)




Group: 32
; - Material:_ Aspirin
- Dose: 150;0 qu.k_g

R Sp——

FPigure 1
Grossly Abnormal Fetuses :

(Mice)

Date:_November 15, 1974
Laboratory No. 2123
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Figure 1
Grossly Abnormal Fetuses
(Mice)

Group: 33 :
Material: FDA 71-29

Dose: 8.2 mg/kg

Date: November 15, 1974
Laboratory No.2123
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Appendix I
Teratology Study in Mice

Virgin adult female albino CD-1 outbred miée were gang-~
housed inAdiaposable plastic cages in temperature and humidity—_
controlled quarters with free acces; to food and fresh tap water.
They were mated with young adult males, and observation of the
vaginal sperm plug was conéidered Day 0 of gestation. Beginning
on Day 6 and continuing daily through Day 15 of gestation, the
females were dosed with the indicated dosages by oral intubation;
the controls were sham treated.

Body weights were recorded on Days 0, 6, 11, 15, and 17 of
gestation. All animals were observed daily for appearance and
behavior with particular attention to food consumption and weight,
in order to rule out any abnormalities which may have occurred as a
result of anorexic effects'in the pregnant female animal.

On Day 17 all dams were subjected to Caesarean section under
surgical anesthesia, and the numbers of implantation sites,
resorption sites, and live and dead fetuses were recorded. The body
weights of the live pups were also recorded. The urernital tract
of each dam was examined in detail for anatomical normality. |

All fetuses were examined grossiy for thé presence of external
congenital abnormalities. One-third of the fetuses of each litter
ﬁnderwent detailed visceral examinations employing ﬁhe Wilson |
technique. The remaining two-thitds were cleared in potassium
hydroxide (KOH),'stained with alizarin red s dye and examined for

skeletal defects,




rowmnmmmm, INC,

Group 31 Appendix IT . pate November 15, 1974
Material sSham Reproduction Data in Mice (Individual) Laboratory No._ 2123
Dose 0.0 ma/kqg ' . o ' »
| Corpora Implant Fetuses Sex Resorption Average Fetus ,
Dam No. Fate* Lutea Sites Alive  Dead M P Sites Weight (g) Remarks
_ _
| . .
23901 P 13 12 11 5 6 1 . 0.82
23902 P 14 12 12 5 7 1.01
| 23903 P 10 9 8 4 4 1 0.73
| 23904 P 10 9 9 3 6 0.97
| 23905 P 13 12 12 8 4 : 0.92
| 23906 NP 0 0 - S - . ——
| 23907 P 13 . 12 12 ' 6 6 ' 0.83
23908 P 13 12 12 3 9 0.77
23909 P 12 12 12 4 8 0.78
23910 NP 0 0 . : ——
23911 NP "0 0 ‘ ‘ : , ‘ —~———
23912 NP 0 0 . , . -
23913 NP ] -0 _ L ——
23914 P 12 11 11 4 7 . : 0.75
23915 P 14 o .13 113 - 6 7 o - 0.76
23916 P 13 10 10 R 6 4 : 0.90
23917 NP 0 0o - - : o ‘ o ———
23918 - NP 0 o : - ' -
23919 P 9 - 8 7 - -1 6 1 . . 0,88
23920 NP -0 o T ' : R o ———
23921 P 14 13 12 5 7 1 - 0.69
23922 P 15 . .14 14 5 9 0.85
23923 P 14 14 ' 13 . 5 8 1 0.79...
23924 NP 0 0 S ST _ o A | m——
23925 P 13 12 12 ' 8 4 I 0.94
23926 P 12 o1 11 ~ 5 6 0.79
23927 P 13 R & | 10 - 1 3 7 0.86
23928 P 17 14 13 R 5 8 0.79
23929 P 13 S & S 11 4 7 : 0.71
23930 P 1 X 10 SR 1 : 0.79

C———rh a o s b e

* P = Pregnant; NP = Not Pregnant
** Not Recorded
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FOOD AND DMG RESEARCH LABORATORIES, INC. . _ :
Appendix II . Date_November 15, 1974

\ ;
f—

Group 32 : - .
' Material Aspirin _ Reproduction Data in Mice (Individual) Laboratory No.__2123
Dose 150,.0 ma/kg ‘ ‘ : :
Corpora Implant — Yetuses —Bex Resorption Average Fetus

Dam No. Fate* TLutea Sites Alive Dead M F Sites Weight (g) Remarks
23931 P 11 9 7 3 4 2 0.65
23932 P 16 14 14 , 7 -7 0.63
23933 P 12 11 11 4 7 0.76
23934 NP .0 0 ‘ ———
23935 P 11 11 : 11 5 _ - 0.82
23936 P 11 10 ‘8 5 3 2 0.81
23937 NP 0 0 : . C———
23938 P 12 12 11 6 5 1l 0.95
23939 P 10 9 9 6 . 3 0.90
23940 P 10 9 : 6 3 3 3 0.5%
23941 P 20 15 15 - 6 0.88
23942 P 15 12 1 5 6 1 0.91
23943 P 15 " 14 13 10 3 1 0.77
23944 P 14 ‘13 13 6 7 0.78.
23945 P 13 12 11 5 6 1 0.75
23946 P 15 15 14 - 9 5 1 < 0.96
23947 P 12 12 10 . 5 5 2 0.88
23948 P 5 4 .2 0 ] 2 1.12
23949 P -7 P -] S 5 - 4 1l 1 0.90
23950 P 9 7 7. 5 2 0.98°
23951 P 15 14 . 14 8 6 ' 0.87
23952 P 13 .13 13 6 7 . 0.76

P 21 1 0.71

23953 10 0 9

* P = Pregnant; NP = Not Pregnant



Group 33 ' Appendix II o ' pate November 15, 1974
Material FDA 71-29 Reproduction Data in Mice (Individual) Laboratory No.__2123 (1)
Dose 8.2 ma/kg : ‘

: Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Lutea Sites = Alive Dead M F Sites © Weight (g) Remarks
23961 NP 0 o : : :  e——

23962 P 10 10 10 '5 5 - 0.90
23963 NP ] 0 : ' ——
23964 P 13 12 8 4 4 -4 0.87
23965 P 14 11 10 7 3 1 0.81
23966 P 18 16 14 6 8 2 1.13
23967 NP 0 .0  ——
23968 . - 15 15 15 6 9 0.83
23969 P 13 13 12 4 8 1 o 0.75
23970 P 12 12 10 5 5 2 0.80
23971 P 10 10 10 2 8 0.74

" 23972 P 14 13 12 4 8 2 R 0.71
23973 p 13 13 13 5 8 : . 0.82
23974 NP - 0 0 - _ , o L e
23975 p 13 13 12 L .8 4 1 - 0.85 .
23976 NP 0 o ‘ ' 4 , L mm——
23977 P 14 , 14 .14 o ‘ 8 6 . 0.94

23978 P 14 12 12 4 8 . ' - 0.85

- 23979 P 16 15 12 7 5 -3 _ 0.86
23980 P 11 1 - 11 o , 5 6 L - 0.82
23981 NP o 0 i , : o o m—
23982 P 15 - 13 13 o -6 7 E S o 0.81
23983 P 12 12 . 11 5 6 1 0.84
23984 P 4 4 . 4 1 3 0.64
23985 P 15 13 - 12 ' . 5 7. 1 0.92
23986 P 13 12 b 1 L R vtk ' 0.87 .

* P = Pregnant; NP = Not Pregnant
** Not Recorded -
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FOOD AND DRUG RESEARCH LABORATORIES, INC. _ ) _
Date November 15, 1974

13 ' 13

Group_ 34 Appendix II

Material Fpa 7]1-29 Reproduction Data in Mice (Individual) Laboratory No.__2123 (1)
Dose §§=! nq ‘m " '

Corpora  Implant Fetuses . Sex Resorption ~ Average Fetus .

Dam No. Fate* Tutea Sites Alive Dead M F Sites Weight (q) Remarks
23991 P 8 . 8 8 5 3 0.74

23992 P 16 14 14 .7 7 1.08

23993 P 15 12 12 5 7 0.76

23994 P 12 12 12 5 7 0.86

23995 P 11 11 1 4 7 0.87

23996 NP 0 0 . » ————

23997 P 13 . 12 T 12 4 8 - 0.74

23998 . 8 7 7 . 1 6 1.17

23999 P 14 14 14 4 10 0.85

24000 P 8 6 6 4 "2 0.86

24001 P 16 15 13 . 6 7 2 0.80

24002 NP 0 0 o ——

24003 NP 0 0 . ———

24004 P 14 14 13 . 3 10 1 0.82

24005 P 13 12 10 . 7 3 2 0.88

24006 P 12 11 10 . 1 7 3 0.76

24007 P 14 14 14 6 8 0.80"

24008 NP 0 - o o ' ‘ —
. 24009 NP 0 0 S

24010 P -9 9 7 1 6 2 0.86

24011 P 11 10 9. 4 5 1 0.77

24012 P 15 15 14 7 7 1 0.89

24013 P 13 - 12 12 6 - 6 0.74

24014 P 13 13 13 5 8 0.77

24015 P 12 6 6. 1 0.81

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 35 - 2 ' Appendix II : Date November 15, 1974
Material FDA 71~-29 , Reproduction Data in Rats (Individual) Laboratory No.__2123(1)
Dose 176.7 mq/kg : : ‘ .
| ) .
| Corpora Implant Petuses Sex Resorption Average Petus
| Dam No. Fate*  Tutea Sites Alive Dead M P  Sites Weight (g). Remarks
24021 P 8 7 7 ——
24023 NP 0 0 : ———
24024 P 13 13 12 5 7 1 0.92
: 24025 P 8 4 3 1 2 1 1.00
24026 P 14 13 12 5 7 1 0.84
24027 P 12 10 10 3 7 0.77
24028 P 11 11 - 11 : 5 6 0.83
24029 P 10 , 8 -1 1 .4 3 0.92
24030 P 12 10 10 4 6 0.70
24031 P 16 16 15 10 5 1 0.84
24032 P 12 12 12 8 4 0.84
24033 P 12 12- 12 10 2 0.94
24034 P 13 12 12 6 6 0.85
24035 P 13 13 13 , -4 9 0.86
24036 P 14 14 12 1 7 5 1 0.80
24037 P 12 12 10 1 9. 2 0.82
24038 NP o 0 : . —
24039 P 13 10 9 2 7 1 0.84
24040 NP 0 0 - : : e
24041 P 12 11 S 1x 4 7 0.98
24042 P 14 14 .13 1 7 6 0.84
24043 P 15 . 13 . 13 ’ 7 6 0.83
. 24044 P 16 4 | 14 7 7 1.17
24045 P 14 12 12 7 5 0.82

C mmar st e e s

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 36 : Appendix II , Date__Ngvember 15, 1974
Material FDA 71-29 Reproduction Data in Mice (Individual) Laboratory No.__ 2123 (1)
Dose 820.0 mg/kq

Corpora Implant Fetuses Sax Resorption Average Fetus
Dam No. Fatet Lutea Sites Alive Dead M F Sites Weight (g) Remarks
24051 P 15 14 14 , 5 9 - 0.82
24052 NP 0 0 ' ——
24053 P 16 13 12 ) 4 B8 : 1 , 0.78"
24054 P 18 18 "~ 13 1 .7 6 1 0.79
24055 NP’ 0 ) : ' ' ——
24056 P 11 10 9 ‘4 5 - 1 : 0.77
24057 P 8 8 8 I 5 -3 ) 1.14
24058 P 12 12 _ 12 ‘ .5 7 0.75
24059 NP 0 0 ' : ~ : : —
24060 P 13 13 13 5 8 0.79
24061 P 16 14 14 9 5 0.85
24062 P 11 11 -1 3 8 0.78
24063 NP 0 0 ' , ——
24064 P 14 12 12 4 8 0.86
24065 P 11 9 9 2 7 - 0.87
24066 P 14 13 - 13 . 9 4 0.88
24067 P 18 - 16 16 5 11 - 0,80
24068 P 16 .16 o013 8 5 3 0.81
24069 P 12 11 . 11 v o -4 7 , 1 0.92
24070 P 10 10 8 ' 1 2 6 1 0.74
24071 P - 13 11 10 - 4 6 1 0.73
24072 P - 15 15 14 7 7 1 0.93
24073 P 14 © 13 13 5 .. 8 C0.77
24074 NP 0 o 0 S - o -——
24075 NP Y < ) : o o ' ' . o ———-
24076 P 19 " 16 6 = 9 7 0.90

* P = Pregnant; NP = Not Pregnant
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v Mmm INC. | wAVERLY omﬁou

PINAL " P0. Box 107
REPORT - Waverly, New York 14862
————— ) mn )
Submitted to: Depattment of'Health, Education _ _Date: December 13, 1974

and Welfare
Food and Drug Administration
Negotiated Contracts Branch, HFA-510

5600 Fishers Lane - Laboratory No. 2143 (1)
Rockville, Maryland 20852 Contract No.FDA 223-74-217¢
Sample: . Clear yellow liguid

Marking: FDA 71-29 (0il Rue)

Examination Requested: Tératologic evaluation of FDA 71-29 in rats.

Procedure: = See Appendix I
B Results: See Tables 1 through S, Figure 1, and Appendix II
Conclusion: On the hasis of the data presented herein, the fallowing ”

conclusion’ appears to be warranted-

"The administration of up to 970 mg/kg (body welqht) of the test
material to pregnant rats for 10 consecutive days had no clearly dis-
cernible effect on nidation or on maternal or fetal survival. The
number of abnormalities seen in either soft or skeletal tissues of
the test groups did not differ from the number occurrinq spontaneously
in the sham-treated controls."

mmuw‘mmmmmumm. ummup.arqofpontlonlowhomhhddmd.mdmlﬁorﬁonmnuéfm»mdm
. Yunherstovies nor of sny membsere of iis stalf, may be vasd in connection with the advertising or sale of any product or process without writien suthorization.
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FOOD AND DRUG RESEAn.H LABORATORIES,

Groups: 31 through 36
Material :_FDA 71-29

Table 1

- Fate Summary

IRC.

Date: Novw r 15, 1974
Laboratory No. : 2143 (1)

( Rats )
Group Material Pose** _ Total surviving at Term
mg/kg : Mated Pregnant Total _Pregnantl
31 sham | 0.0 24 20 24 20
32 Aspirint 250,0 -2 - 20 22 20
33 FDA 71-29 | 9.7 | 22 | o 20 22 20
34 - FDA 71-20 ‘45.0 | 23‘ o 20 23 20
35 . AT 20000 20 o 2 0 20 . 20
36 DA T-20 970.0 20 | 2 20 | 20.

* positive c::ntrol 1 . 250.0 mg/kg

*++ Administered as a corn oil solution (See Appcndix I)
1) tneludes all dams examined at term
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,} ' FOOD

Group :_ 31 through 38

AN D DRUG RESEA

k LABORATORIES, INC. ]

?

Table 2 Date ._mm._;_‘.;@.._._
Material :_gpa 71-29 Reproduction Data Laboratory No. : 2143 (1)
_ ( Rats ) '
Group : 31 32 33 34 35 36
Dose (mg/kg): Sham Aspirin** 9.7 45.0 209.0 970.0
-F Pregnancies ' V ,
Total No. 20 20 20 20 20 20
Died or Aborted (before ay 20 ) 0 0 0 0 0o 0
To term (on Day 20) : 20 20 20 20 20 20
Corpora Lutea
Total No. 268 252 266 260 279 266
Average/dam mated 11.2 11.5 12.1 11.3 14.0 13.3
Live Litters ‘ . -
Total No.* 19 20 19 20 20 20
Implant Sites ' '
Total No. 244 227 239 229 241 240
‘ Average/dam?* 12.2 11.4 12.0 11.5 12.1 12,0
Resorptiaons ' _
Total No.* 13 46 13 4 2 5
Dams with 1 or more sites resorbed 5 11 5 2 2 2
Dams with all sites resorbed o 1 - 1 — e e
Per cent partial resorptions 25,0 55.0 25.0 - 10.0  10.0  10.0
Per cent complete resorptions 5.00 - 5.00 - .= -
Live Fetuses S ' : L
Total No. . 231 181 226 225 239 . 235
Average/dam* 11.6  9.05 11.3 1.3 . 12.0 . 11.8
Sex ratio (M/F) 0.96 1.10 . 0.85 0.83 .0.87  0.74
Dead Fetuses ' '
Dams with 1 or more dead - - - - - -
Dams with all dead - - " — - -— -—
Per cent partial dead - -— — - - -
Per cent all dead — — - - - -
Average Fetus Weight, g 3,95 - 2.62 3.82 4.10 3.90  3.81

. s e ot vme

* Includes only those dams examined at tern.
~ 250.0 mg/kg

** pPositive Control
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FOOD AND DRIG RESEARCH LABORATORIES, INC. -

Groups__ 31 through 36 '
. o Table 3
Matexial_ ypa 71-29 ‘Date_ November 15, 1974

' Laboratory No._ 2143(1)

Summary of Skeletal Findings*
( Rats )

Group No. : 31 32 - -.33 34 - - 35

36
Findings o se (mg/kg) :  Sham Aspirin** 9.7 45.0 209.0  970.0
Live Fetuses Examined 161/19 129/20 . 157719 158/20 165/20 164/20
(at term) : ' o : ‘ o
Sternebrae : - . o » ‘ :
Incomplete oss. - 28/10 52/16 §7/17 21/10 . 57/17 30/13
Scrambled , : ‘ ’ S o ; -
Bipartite ' 11/6 SIS ¥, R 1/1 1/1
Fused - 1/1 o . L
- Extra . 2/2 L ‘ : T S
Missing . - 8/2 106/20 - - 16/7 - . .10/5 12/7
Other - ' ~ e Lo T
Ribs _
Incomplete oss. 19/8
Fused/split 5/3 - Coel _ S
o wavy - 18/8 52/14 11/8° 4/4 . 6/5 - 3/3.
- Less than 12 . _ : I _ ‘
More than 13 _ 4/3 39/14 - 3/3 11 - 2/2 3/3
Otherx C R B ' T
V ertebrae — L
Incomplete oss. 7/2 - 60/16 5/4 IR V' S
Scrambled ’ . L S ‘ o
Fused ' C
Extra ctrs. oss - 2/1
Scoliosis :
Tail defects
Other
skull o _ ‘ _ S | _
Incomplete closure 30/12  54/15 28712 19/10 - 12/7 22/12
Missing 11 o - S
Craniostosis _
Other
Extremities .
Incomplete oss. 7/2
Missing '
Extra
Miscellaneous : . -
Hyoid; missing - 22/9 52/16 22/10 2079 . 12/8 14/9
S Hyoid; reduced 21/11 5/2 17/9 14/8 10/6 22/9

_** Positive control: 250.0 mg/kg

* Numerator=Number of fetuses affected; Denominator=Number of litters

affected.




F OOD AND DRUG ESEARCH LABORATOR[ES, INC.

_Groups 31 through 36 — , SN Date.mmms.._zm.
‘Material FDA 71-29 : ‘rable 3-a 4 Lahoratory No. _m_g_,_)
Summary of Soft Tissue Abnormalit:.es : '
(Rats)
Group Matexial  Dose Level Dam Number of . 'Description
- mg/kg Pups
32 Aspirin* 250.0 43935 ° 1 Umbilical hernia -
43940 - 1. - Cleft palate;
'~~~ Encephalomyelocele;
- Atrophy of lower jar;
~Gastroschisis
43941 1 -Encephalamyelocele
43944 1 Encephalomyelocele
- 43947 1 Hydrocephalus;
-~ T . Encephalomyelocele;
- Umbilical hernia
43955 B T .'Encephnlmningooolo_'
34 FDA 71-29 45.0 44005 1 Umbilical hernia
a5 FDA 71-29  209.0 44030 1 . Harelip; umbilical hernia;
. : Medial rotauon of h:lnd
s

‘*pogitive Control: 250.0 mg/kg



S
—rt?.

FOOD AND DRUG RESEARCH LABORATORIES, INC.

Groups 2] !h&ﬂﬂh 36 ' . ’ Date November |5. 1974
' Table 4 -
Species Rats Laboratory No._ 2143 (1)
Average Body Weights* o : '
. meeeee- e LT P LT Day-----=--------=emmsoa===
Group Material Dose , . _ . ) . e
Level 0 6. 1 - 15 20%+
ng/kg e m——————— e s e ———————— gem=m=----sssemescce-—-—---
31 - Sham 0.0 236 249 270 282 355 (20)
32 Aspirint** 250.0 225 . 243 2 2713 326 (20)
33 FDA 71-29 9.7 23 250 265 287 354 (20)
34 _FDA 71-29 5.0 217 - 237 254 . am 346 (20)
35  FDAT71-29 . 209.00 225 = 246 2600 281 353 (20)
36  FDA71-29  e70.0 - 222 280 . 286 277 - 346 (20)

* Of pregnant dams ‘ :
** Number of surviving dams in parentheses (c f. 'rable 1)

*** pogitive control: 250.0 mg/kg

-



| : ' Table 5 o : - .
@ Groups 31 throug‘h‘ 36 | Laboratory No. 2143 (1)
' - Compound FDA 71-29 . Species: Rats

Daily Temperature and Humidity Record

Relative

" Date Time Temp Hunidity
1974 ' a.m, OF i '
- 9/13 ‘ 8:15 78 : 715
9/14 7:40 ‘ 75 ' 65
9/15 7:30 - 78 - 76
9/16 - 8:30 ' 74 68
9/17 8:45 75 o - 65
9/18 8:45 . 75 65
9/19 8:50 ’ 74 ' 65
9/20 3:00 p.m. 80 | Y
9/21 8:10 80 S 75
9/22 8:00 76 70
9/23 8:15 . 70 oo 64
9/24 . - 8:00 72 . 62
9/25 - B:30 72 . 63
9/26 8:10 . 72 .66
9/27 8:20 72 - 65
9/28 ~ 7:30 . 76 : 70
9/29 ~7:15 74 : . - 76
9/30 8:30 ' 72 - : 65
10/1 8:30 72 | 65
10/2 9:30 70 , 63
10/3 10:00 68 , ‘ 64
10/4 9:00 4 70 ' ' 63
10/5 10:30 . 74 - 65
10/6 8:00 ; 76 - 65 -
10/7 . 8315 75 : - 65
10/8 8:45 70 ' 62
10/9 8:30 70 - - 62
10/10 B8:45 74 71
10/11 8:10 72 A 62 -
10/12 8:00 74 . 65
10/13 - 9:00 74 64
10/14 7:30 7 - 63
-10/15 8:45 76 : . 74
10/16 "8:45 71 ' 70

10/17 - 8:00 70 60
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Figure 1

Original Photogrnbhs in First Copy of Report 2143 (1)




Figure 1

Gfossly Abnormal Fetuses

Group: 32 (Rats)

Material:Aspirin
Dose: . 250.0 mg/kg

Date: Ndvember 15

. 1974

Laboratory No.2143
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Grossly Abnormal Fetuses
(Rats)

Group: 35
Material: FDA 71-29
Dose: 209.0 mg/kg

Figure 1

Date:November 15, 1974
Laboratory No. 2143(1)
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== ‘ ' Appendix I

Teratology Study in Rats

Virgin adult female albino rats (Wistar derived.sﬁock) were
individually housed in mesh bottom cages in temperature and -
humidity~controlled quarters with free access to food and fresh
tap water. They were mated with young adult malés;‘and observa-
.tion of the:vaginal sperm plug was considered Day 0 of gestation.
(One male was not permitted to impregnate more than one female
per group.) Beginning on Day 6 and continuihg daily:thrOugh
Day 15 of gestation, the females were dosed with the indicated
dosages by oral intubations. The controls were sham tréated with
the vehicle at a level equivalent to the Qroﬁp feceiving the |
highest test dose. The test material was preéaredAand doses
calculated according to the following table:

Dosage . Dose . Concentration

(mg/kg) ‘ mI/kg)  (mg/ml)

S 250 - 1 S 250
251-500 2 - 125-250
501-750 3 133-250
751-1000 4 187-250
1001~1600 5 200-250

Eody weights were recorded_onvpays 0, 6, 11, 15 and 20 of
gestation; All aniﬁals were observed daily for appearance and
behavior with particular attention to food consumption and weight,
in order to rule out any abnormalities whichﬁméy have occurred as
a result of anorexic effects in the pregnant female animal. Daily

room temperature and humidity were recorded.
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i

surgical anesthesia, and the sex, numbers of corpora lutea,

On Day 20 all dams were subjected to Caesarean Sectlon under

implantation sites, resorption sites, and live and dead fetuses
were recorded. The body welghts of the live pups were also
recorded. The urogenltal tract of each dam was examined in detail
for anatomical normallty. | |
All fetuses were examined grosQly for the presence of .
external congenital abnormalities. One-third of the fetuses of
each litter underwent detailed visceral examinations*employing
the Wilson technique. (Colored phoﬁographs were taken of all
grossly abnormal fetuses.) The remaining two-thirds were cleared
in potassium hydroxide (KOH), stained with alizarin red S dye

and examined for skeletal defects.
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Date 'N'ovembex 15, 1974

Group 31 Appendix II
Material _Sham Reproduction Data in Rats (Individual) Laboratory No._ 2143
Dose 0.0 mg/kg '
Corpora Implant Resorption Average Fetus
Dam No. Fate* Lutea Sites Alive M F Weight (g) Remarks
43901 NP 0 0 : —— ;
43902 P 13 12 1 4 7 2,87
43903 P .14 13 13 8 5 3.95
43904 NP 0 0 : S ‘ ————
43905 P 12 - 12 12 6 6 3.89
43906 P 12 12 11 8 3 3.91
43907 P 13 13 13 6 7 4.17
43508 P 11 11 10 7 3 4.19
43909 P 12 12 10 7 3 3.87
43910 P 18 17 17 10 7 3.66
43911 P 13 13 13 6 7 ~3.77
43912 P 15 14 14 3 11 .3.54
43913 NP 0 0 ———
43914 P 17 11 11 5 6 3.94
43915 P 15 14 14 . 5 .9 "~ 4.10
43916 P 13 12 12 4 8 5.64
43917 P 13 9 9 4 5 "4.08 .
43918 P 16 15 15 11 4 3.66
. 43919 P 13 12 12 7 5 '3.95 7
- 43920 P 12 10 10 4 6 4.03 -
43921 P 12 12 12 3 9 3.97
43922 NP 0 0 ' ——
43923 P 12 o 8 - : ———
. 43924 P 12 12 12 -5 7 3.82

* P = Pregnant; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group, 32 : Appendix II Date__November 15, 1974
Material Agpirin : Reproduction Data in - Rats (Individual) Laboratory No._ 2143
Dose ____250.0mg/kg '
‘ Corpora Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* Lutea Sites Alive Dead M F Sites - Weight (g) Remarks
43931 P 10 10 10 5 5 3.53
43932 P 13 11 11 5 6 3.07
43933 P 13 12 12 8 4 2.49
43934 P 12 12 12 6 6 2,97
43935 P 12 6 6 2 4 2.49
- 43936 . P 12 11 - 11 6 5 ~3.10
43937 P 14 10 - 10 7 3 2.58
43939 P 13 13 2 1 1 11 . 1.68
43940 P 11 10 7 4. 3 3 ©2.18
43941 P 13 13 - 10 3 7 3 2.40
43942 P 11 10 ' 8 4 4 2 . 2,17
43943 P 13 13 1 -—t % 12 2.20
43944 P 11 11 2 1 1 9 1.92
43946 P 14 13 13- 7 6 3.21
43947 P 15 .15 15 4 1 - 3.81
43948 P 12 12 11 6 5 1 2.70 .
43949 2 13 11 -9 2 7 2 2.46
43950 P 16 11 .10 4 6 1 2.77
43951 P 12 111 10 7 3 1 2.39
43952 NP o 0 : - e ' - ——
43953 P 12 12 11 7 4 1 . 2,18

* P = Pregnant; NP = Not Pregnant
** Not Recorded o

e e 1



FOOD AND DRUG RESEARCH LABORATORIES, INC.

Group 33 ' | | Appendix II | ° Date_ November 15, 1974
Material FDA 71-29 ) Reproduction Data in Rats (Individual) - Laboratory No.__2143 (1)
Dose 9.7 mg/kg :
Corpora Implant Petuses ' Sex . Resorption Average Fetus
Dam No. Fate* Lutea Sites Alive Dead M F Sites Weight (g) _ Remarks
43961 P 12 : 11 11 6 5 . 3.67
43962 P 14 14 14 4 10 3.68
43963 P 14 13 13 5 8 : 3.86
43964 P 13 13 13 S 3 10 . 3.76
43965 NP 0 0 - m———
43966 P 13 13 13 8 5 3.76
43967 P 14 12 12 S 3 3.99
43968 P 13 12 12 6 6 3.84
43969 P 13 9 9 ———
43970 P 10 10 9 4 5 1 4.12
43971 P 14 12 12 5 7 ' - 3.89
43972 P 15 11 10 4 6 1l 3.27
43973 P -14 11 11 5 6 3.82
43974 P 12 12 L1120 9 -3 4.47
43975 P 14 13- 13 6 7 . 3.87
43976 NP o 0 L : o _ ——
43977 P 15 - 12 Lol2 ) -] 7 ' ' ' - 3.91
43978 P 13 12 12 6 6. 3.61.
43979 P 14 14 14 5 9 3.82
43980 P 1 1 - 1 3 8 3.62
43981 P 15 15 14 6 8 1 S 4.06
p 13 9 8 5 3 1 C . 3.63

. 43982

* P = Pregnant; NP = Not Pregnant -
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. FOOD AND DRUG RESEARCH LABORATORIES, INC.
Growp____ 34 Appendix II Date_ November 15, 1974

Material FDA 71-29 Reproduction Data in Rats (Individual) Laboratory No._ 2143 (1)
Dose 45.0 ma/kg : A » ’
Corpora Implant Fetuses Sex Resorption Average Fetus ‘

Dam No. Fate* Lutea Sites Alive = Dead M P Sites Weight (g) Remarks '
43991 P 11 10 10 6 4 4.24

43992 P 13 ' 11 11 5 6 4.01

43993 P 12 10 10 1 9 4.33

43994 P 15 11 - 11 5 6 4.16

43995 NP o] 0 ——

43996 NP 0 o -——

43997 P 14 13 12 5 7 1 3.95

43998 NP 0 o ———

43999 P 13 11 11 7 4 3.76

44600 P 12 11 11 3 8 3.50

44001 P 14 13 - 13 8 5 3.87

44002 P 13 un 11 4 7 3.75

44003 P 11 10 10 3 7 3.90

44004 P 13 13 ' 13 6 -7 3.93

44005 P - 1 10 10 4 6 4.14
44006 @ P 12 12 .12 4 8 3.84

44007 P 15 14 14 .8 & 3.84

44008 P 13 10 . 10 5 . 5 3.76

44009 P 11 6 3 2 1 3 5.60

44010 P 15 14 - .14 .6 . 8 3.94

44011 P 14 13 .13 o 6 7 4.05

44012 P 16 15 . 15 7 -8 3.73

44013 P 7. 4 5.65

-2 & . ¢

*# Pm Pregnaht; NP = Not Pregnant
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FOOD AND DRUG RESEARCH LABORATORIES, INC. :
Group 35 Appendix II ' Date__ November 15, 1974

- Material FDA 71-29 Reproduction Data in Rats {Individual) Laboratory No.__2143 (1)

Dose 209.0 ma/kg : : ' :
. Corpora Implant Fetuses Sax Resorption Average Fetus

Dam No. Fate* Lutea Sites Alive Dead M F Sites Weight (g) Remarks
44021 P 14 14 ' 14 6 8 4.03
44022 P 10 9 ‘ 9 4 5 4.04
44023 P 14 14 13 7 6 1 3.92
44024 P 11 9 9 4 5 4.21
44025 P 16 10 10 5 5 3.74
44026 P 10 9 A 9 7 2 - 3.89
44027 P 18 15 15 7 8 . 3.94
44028 P 12 1 11 6 5 © 3,80
44029 P 14 - 12 12 7 5 3.94
44030 P 18 16 16 3 13 3.72
44031 P 14 13 13 5 8 3.50
44032 P 15 13 12 4 8 1 . 3.88
44033 P 14 12 12 5 7 4.24
44034 P 12 - 10 10 4 6 3.81
44035 P 1 -7 7 2 5 3.97
44036 P 16 16 16 6 10 1 3.92
44037 P 13 1 - 11 6 5 3.98
44038 P 14 14 - 14 9 -5 © 3.75
44039 P 15 14 .14 6 8 4.35
44040 P 8 4 3.27

14 12 12

* P = Pregnant; NP = Not Pregnant
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| FOOD AND DRUG RESEARCH LABORATORIES, INC. | |
Group 36 : Appendix II ‘ , » Date November 15, 1974 '
Material _ypa 71-29 Reproduction Data in Rats (Individual) = Laboratory No._2143 (1)
Dose 970,0 ma/kg 7 ‘ : ,

Corpora  Implant Fetuses Sex Resorption Average Fetus
Dam No. Fate* lutea Sites Alive " Dead M  F Sites . Weight (g) Remarks
44081 P -1 11 11 2 9 4,10
44052 P 15 14 - 14 7 7 3.55
44053 P 12 12 ‘12 5 7 3.49
44054 P 13 9 9 2 7 3.39
44055 P 15 15 15 6 9 3.81
44056 P 13 11 11 4 7 4.00
44057 P 15 15 15 9 6 4.00
44058 P 12 12 12 6 6 3.69
44059 P 13 12 8 2 6 4 4.15
44060 P 12 ‘ 11 11 4 7 3.72
44061 P 13 13 13 5 8 3.82
44062 r 12 12 12 4 -8 3.91
44063 P 14 14 14 9 5 3.96
44064 P 11 10 10 5 5 4.12
44065 = P 13 11 -o1n 4 7 3.98
44066 P 18 11 11 6 5 3.72 -
44067 P 16 10 - 10 4 6 - . 3.78
.. 44068 . P 11 .10 e 100 4 6 3.82
44069 P 14 14 14 6 -8 3.71
44070 P 6 6 3.48

13 13 12

* P = Pregnant; NP = Not Pregnant

FST



